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DNA Thermal Cycler 480
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Kodak Memco

Sanuary 29, 19868

To:

Ms. S. fAfumi ller Mr. J.G. Knowleaes Dr. P.N.
Dr. W.G. Gerber Dr. P.A. Law Dr. J.C.
Mr. J.C. Junker
From: Fred Marcellus, Biological Diagnostics, B-80OL, KP (71&=-722-5537)
Sublect: Milestones, Expenditures, & Fersonnel Report for YE 1987

Schnipelsky
Sninsky

This document represents the first issue of the Milestones, Expenditures ang
Personnel report. The format for this repart was reviewed at the RDMC
meeting in December.

The report summarizes the i1nformation availlable at this time. It was
decided Yo i1ssue the report even though all data was not completae. It is
expected that future i1ssues will contain more complete 1nformacion.

MILESTONE [SSUES
Current Progucts
* hCG -
- * Herpes -
* Strep ~ A switch to a sandwich ELISA assay has been made due to
filter variability problems with the agqQlutination format. The
Biochemad immunopure rapbit polyclonal remains as Ab of choice for
the ELISA format. ITT completed 1/4/88 for FLISA with a final
diagnostic efficiency of 97-98% (N=100% and prevalance=30-35%).
Scheduling of ETT and FDA submission 1s in progress. Current rough
astimates are providad. ’
+ Ganaorrnea -
Chlamydia ~
» Rapid Aids -

*

Future Produgts

» Cancer -

HPY —-

Diabetes -

HLA Typing -~ .

HIV (Alds)/DNA ~ Feasibility with model system shown; patient
testing to begin.

Foraﬂsic§ - Currently transferring Cetus techncoclogy to kodak.
+ Ektamizer -

* Kk ¥ %

*

e
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R&D EXPENDITURE SUMMARY
1987 YE % 1988 YE 7%
Faodak & Cetus Forecast Actual Var Farecast Estimataed Var
Current Products 3448 >
Future Froducts 3984 > 13870 13870
Basic Technology 3654 >
LRPD, CPI, HRI 620 1680 1080
Na Current Activity 2093 0 s}
12200 13785 13% 14950 14950
PERSONNEL
(Kodak only) . Current Month 1988 YE
- Actual Forecast Estimated
Current Products 11.2 .8 9.8
Future Froducts a.X - 6.0
Basic Technology 13.8 14,0 14,0
29.3 29.89 29.8

Notet If vyou need more detailed information than is provided in this
report, please contact the program leader directly.
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CETUS - ATLESTONE REVIEN af RLD PROGRANS 1129188
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N4 Pased Tests
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HPY (Cervical Cancer)
Disdetes (100N)
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T0TAL

Document 95-49

TATAL EYPENOLTURES
EX/CETUS - R & 0 PROGRANS

tRUGRAA NUMBERS 1986 1987 1988 LIFE-10 :
~CTUS A0DAK  ACT KT EST QATE PROGRAN DESCRIPTION
7620 7h20 +es CURRENT PRODUCTS #e¢
13010 4519 949 864 T 1820 u(E
ipI10 8476 470 484 20 1370 HERPES
T 8427 543 877 20 iB4L SIREP
10119 4428 W9 HU 0 1383 GONORRHEA
1311s 0429 387 586 UL 1654 CHLANIBIA
il 6517-9 0 123 123 S48 RAPID HIV ANTIB0QY
828 3448 8964 — 14240 TOTAL
488 FUTURE PRODUCTS e
NAC1S 196 190 0 180 CANCER
NACLT 2090 0 1 200 01 HPY (CERYICAL CANCER)
naH16 , 3 282 0 502 JIABETES (10OM)
HARLY 1475 1465 0 290 HLA TYPINS
. HALLA 2087 875 2 00 01 IV (ALDSH/ONA
RAHLY 08¢ 0 0 Iy 447 FIRERSICS
§720 ¢ 0 725 775 EXTARIZER
850 3984 1877 M4 T0TAL
144 BASIC TECHKOLOGY eee
8119 ) 192 Ut 863 IKFECTIOUS DISEASES (OTHER)
RALL2/LNA 43205 w1031 87¢ 2393 OKA PROBES/KQDAK
§206 L 1120 331 B2 DISPOSARLES (SURECELL KITS
£208 51 268 el 45 EVALUATION (INT & EIT TESTING)
4209 502 135 736 ISTL AEAGENT DEVELOPNENT
b210-14 ! 501 S00 1002  REAGENT INTEGRATION
Mt 7 109 W8 RAKUFACTURABILITY
2% IS4 034 aEd 0T
44 X0 CURRENT ACTIVITY 1o
1ne1o 78 1089 ¢ 1874 SREAST CANCER
10018 12 o7 0 12Y  CNCOGENE RAS
NAI10/11 308 3 0 314 SHEGELLA/SALNONELLA
joott 6508 03 13 IR T IT
$207 o o 9 7S INSTRUNENTATION (FOR TEST SYSTEN EVAL)
W 100 pat] ] €3 AMALYTICAL CHARACTERIIATION
5413 i} 79 ) 128 (ANONILIZED ANTISODIES
4143 87 m ¢ 1% POLYRERS
- - po 7. JD EM 0 TOTAL
(1169 1317 13876 38U TOTAL - ALL PROGRANS
9 143 -50 I3 LRPD
) 190 8% L0 cel
9 140 180 20 MR
11169 13751 14986 39ETH TOTAL ALL EIPENDTTURES
ATTORNEY'S EYES ONLY  ~ —
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<O LO0AE ECYPENDITURES
EK/CETYS - R % 0 PROGRANS
1988
PROG NO 1984 1987 1988 LIFE-TO YE FCST
xoDak  aCT act EST  QATE PROGRAN DESCRIPTION AP
44 CURRENT PRODUCTS ses
5515 718 730 7 1453 neE !
8426 &8 220 88 HERPES 220
8427 502 204 poil 97 SIREP Py
4428 % 260 D84 GONORRWER 150
8429 501 1] m 31 CHARYOIA 711
85179 0 10 %8 435 #APID HIV ANTIBODY 425
na 1288 134T Q% TOTAL 1344
64 FUTURE PRODUCTS e+
5 CANCER
090 00 00 HPY (CERVICAL CAMCER) 200
‘ 0 JIRBETES (Idomt
9 HA TYPING o ——
087 508 <00 HIVY (ATDS)/DKA 300
2089 “w A7 FORENSICS w7
£720 12 725 CXTAKLIER 7
0 o 1B wn TOTAL } 18n
8 BASIC TECHMOLOGY et
8119 w2 m 83 IMFELTIOUS OISEASES (DTHERI m
4208 3 1029 874 1241 KA PROBES/KODAX , 874
$206 871 1120 I3 1322 DISPOSABLES (SURECELL XITS) 334
5208 53 w8 . N S4S  EVALUATION CINT & 1T TESTING) 24
5209 502 33§ T34 IST] REAGENT GEVELOPRENT T4
35210-14 { 501 S00 1002  REAGEMY [NTEGRATION 500
{1} 7 100 8 NANUFACTURABILITY 100
007 OS2 0 @93 T01RL 034
64 X0 CURRENT ACTIVITY ¢
9 ¢ BREAST CAKCER ¢
] ¢ ONCOSEXE RaS 0
9. 0 SHIGELLA/SALMONELLA 0
4308 % 97 ) TYRNEEY S 0
4207 449 9 NS INSTRUNENTATION (FOR TEST SYSTERM €VAL) 9
wy 100 s 0 €35 ANALYTICAL CHASACTERIZATION 0
S443 2 A 0 128 IMROBILIZED ANTIBODIES 0
6105 87 n 9 4S8 POLYNERS : 6
94s 38 0 503 TaTAL 8
%79 SBYS 7% 6B TOTAL - ALL PROGAANS §2%0
¢ LRPD
290 8%  114¢  CPl 850
0 HRl
WIT BI85 Ti0 17944 TOTAL ALL EIPENBITURES 7100

IXEXERER

IXTRRALE
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CETUS EIPENSITURES
EX/CETUS - R & 0 PROGRAXS

1984 1987 1988 LIFE-10
ACY AT EST  DATE PROGRAR DESCAIPTION
7620 7620 es& CUSRENT PRODUCTS vee
péi! 13 WS n(E
570 ith 1086  HERPES
W a3 914 SIRE?
409 90 1099 GONORRHEA
350 37 §87  CHLASYBIA
113 113 SAPID KIV AWTIRODY
U9 2183 7620 . 11884 0T
1ee FUTURE PRODUCTS #ed
190 190 180 CANCER
1 1 HPY (CERVICAL CANCER)
320 %2 802 HIABETES {10OR
1475 1485 1950 LA TYPING
875 202 2901 IV (ALDS)/ONA
9 ?  FOREXSICS
0 EXTANIIER
860 198k 0 844 TOTAL
44 BASIC TECHNOLDGY +o#
0 IWFECTIOUS OISEASES (QTHER!
149 2 151 ONA PROBES/KODAK
0 OISPOSABLES (SURECELL KITS)
0 EVALUATION (INT & EIT TESTING)
0 REAGENT DEVELOPMENT
¢ REAGENT INTEGRATION
0 MMIUFACTURRBILITY
149 2 ¢ 154 T0TAL
to4 B0 CURREMT ACTIVITY ¢ae
183 1089 1974 BREAST CRMCER
122 1 129 OWCOSENE RAS
308 3 311 SHIGELLA/SALACNELLA
143 3 01 W
0 INSTRURENTATION (FOR TEST SYSTEM EVAL)
0 AMALYTICAL CHARACTERIZATION
0 [XeOBILITED ANTIBORIES
0 POLYNERS
1380 1138 0 %18 TOIN.
M9 T84 T2 239 TOTAL - ML PROGRARS
143 -5 LA ¢ ]
LI
140 80 0 MRl
M0 THT R U TOTN. AL EIPENDITURES

1988
1E FUST
AGP

1520

1820
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ol L aTates
Kodak Memo 543 i
August 19, 1988 Jsp
To: Ms. S. Aumiller Dr. P.A. Law Dr. P.N. Schnipelsky
Dr. J.B. Findlay Dr. J.8. Price br. J.J. Sninsky
Dr. W.G. Berber Mr. H.C. Renton Mr. C. Yee
Mr. J.C. Junker Ms. G.C. Rodgers Mr. J.R. Zeman

Mr. J.G. Knowles
From: Fred Marcellus, Biological Diagnostics, B-800L, KP (71&6-722-4S37)

Sub jects

Kodak/Cetus Milestone Report for June 1988

Following is the Kodak/Cetus Milestone Report information through June of
1988. The report summarizes the information available at this time. The
report is issued on a monthly basis.

Current Products
* hC6 (Smith-tewis/Shih) - EK: Evaluating buffer placement

ATTORNEY'S EYES ONLY
RESTRICTED

alternatives (equipment & location), contamination prevention
templates,y automatic inspection capability and redesign of
pre-~filter.

Herpes (Cummins/Madsen) — EKs External trade test in

progress. These tests will go through the month of August in
order to obtain a significant number of patient samples.
Implementation meetings complete with both marketing and
manufacturing. 510K information is being finalized and should
be in place for final external site data.

Cetus: Four lots of HSV-1 and HSV-2 antigens, for use as
positive control material, have been successfully inactivated
and evaluated for sensitivity. A second production run of
anti-HSV MAb 283~2A1 and anti-CK MAb are being scheduled by
Norman Jung.

Strep (Snyder) - EK:i Production has begun.

Gonorrhea (Bilbert/Mauck) — Cetus: Redevelopment of MAb
purification procedures is expected to be completed in August,
with internal trials commencing at that time, Timing is .
dependent on ascites availability from manufacturing. Prior to
external trials, manufacturing-level ascites lots need to be
available and cross—aver of purification completed.

Chlamydia (Mauck/Gilbert) - EK: The 510K was submitted on
7/11, "Whole kit keeping will be initiated in July.

Rapid Aids (Shih/Smith-Lewis) — EKt The main format will focus
on a dilution/dispense device rather than dilution in each
well. Reproducibility of Ag lots & Ag—beads is still
precluding further optimization. Keeping of alternative
conjugates has begun. Experiments on bead treatments are
underway to make the negative and sample well beads similar for
background (decrease false positive risk).

Cetus: Seven lots of CPl antigen were analyzed by SDS-PAGE and
Western blot methods. Method of Ag-bead analysis is under
developmnent,
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Future Products
* Cancer (Kawasaki) -~ no product defined
* HPV (Manos/Findlay) — Cetus: A PCR research assay for the
detection of HPV sequences in clinical samples has been
developed. Both generic and type specific promers and probes
are being examined. The assay has been tested with limited
clinical samples (cervical/vulvar swabs). A timeline for the
development of an assay for use in a reference laboratory
setting is being finalized.
HLA Typing/Diabettes (Erlich) - no product defined
HIV (Aids)/DNA (Kwok/Burdick) - Cetus:t The HIV-PCR test was
officially offered on July &, 1988 through two California
reference laboratories: Specialty Laboratories, Inc. (SLI) in
Santa Monica, and Pathaolagy Institute (PI) in Berkeley.
* Forensics (Higuchi/Wu) —~ EK: Evaluate the capture efficiencies
of ASO~-beads made by different procedures.
PCR Instrument (Hinckley) - no input

* %

* Endometriosis (Fenton) - EK: no input
* Periodontal (Snyder} - EK: Bg PAb's compatible with sandwich
ELISA format as per Strep assay. A complete set of PAb's and
MAb's for Bg, Bi and Aa as well as a complete panel of specific
and nonspecific organisms for full prototype development
expected in 2-3 weeks. Option agreement with Buffalo group
finalized.
BEERSONNEL SUMMARY
_ : Kadak Labor Cetus Labor
Period & May
Actual Hours Actual Hours
Current Products 1494 14462
Future Products 802 I90%
Core Development 22355 o
Misc/Limited Activity 8) o]
4551 3371
BxD CXPENRITURE JSUHHMARY
May/June 1988 A . 1988 YE YA
Kodak & Cetus (K$) Forecast Actual Var Forecast Estimated Var
Current Products 1725 1450 -~-15.9% JI553 35853
Future Products 3570 2887 ~-19.1% 7283 7283
Core Development 1400 11385 - 3.2%4 3034 3034
LRPD, CPI, HRI 507 332 -34.5% 1080 1080
Misc/Limited Activity 0 23 0 ¢
: 7202 &047 —1&.0% 14950 14950

Notes If you need more detailed information than is provided in this
report, please contact the progéam leader directly.

. Ihe:ﬁilestone Issues, Persannel Summary and Milestone Schedule are
distributed to the following as a separate document:

Dr. B.A. Burdick Dr. R.B. Higuchi Dr. J.C. Mauck

Dr. 7T.J. Cummins Mr. C.C. Hinckley Ms. L.J. Scheuerman

Dr. H.A., Erlich Dr. E.S. Kawaski Ms. Y. Shih

Br. 5.8. Fenton Ms, S.Y. Kwok Pr. M.J. Smith-lLewis

Dr. H. Fisher Dr. R.D. Madsen Dr. B.A. Snyder

Dr. J.H, Gilbert Dr. M.M. Manos Dr. A.L. Wu

' 2 ' £13923
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EK/CETUS - NILESTONE REVIEW of R&D PROGRANS 8/13/88

Current Products 1987 1988 1989
[aauncassays (A0PY Oct Xav Dec Jan Feb Mar fpr May Jun Jul fug Ses Oct Mov Bec Jan Fed Mar

SRS MT-1dentify Antigens

G (127801 FDA zzzsszzascét$HEEEEEREEEEE AVL MS'MH\UH Mtibbdi!l
FNT-Bev Initial Test Foesat

Herpes (4/80) =====z= ANT/ABS/FNT seedesssreenenn INT veesr EXT FDA treseteresesssstiest AVL (1) IRT-In House Tests
EXl-External Clinical Teials

Strep (10/88) 4BS FNT DNV E1T/FUA HEEREEERE AV {For Marketing Clains!
FOR-FDA Subeission

Gonorrhes  (4/6B) NI = seesieersstetts [NT seees EIT soees FD4 AVL-Availability

Chlzayaia (4/88) ===zzzzzsozazazze ARS/FNT INT tssesssses X7 FDA seedeessss AVL

. et Indicates that
Rapid Aids  (4/88)=sszscszzzazas SrmaE = ABS FAT  IKY sscseemess Nilestone is behind

. : schedule this asoust

1988 . 198%
Future Products Oct Nov fec Jan Feh Nar fpr HKay Jun Jul Aug Sep Oct Nov Dec Jam Feb Mar
ONA Based Tests : KKT-Market Opportuaity
Cancer FSB-Feasibility {Scientafic !
HPY (Cervical Cancer} Coasercial)
Diabetes (100N} ADD-Add to Business Plan
HLA Yyping
RIV (Rids)/DNA £58
Farensics = STIITZITTIZE FSB -
PCR [astrusent 2EETCITITXI=TIRES
Endosetricsis : FS8
Periodental-Bg ===z KK £58
-hi KI == F58
- zzzum= KT == === 3
Basic Technology Quarterly Reviess Scheduled as Follows:
e s e Kar Jun Seg Dec
ONA Probes & Infectious (need real schedulel 1 1
Disposables & Evaluation 1 H
Reagent Dev & Reugent I[ntegration 1 H

(1} Herpes Availability delayed due to lack of sanufacturisg capacity

013924
CETUS
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T0TAL
EX/CETUS - R & D PROGRANS
CY §8 - thru period 4/lune
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TOTAL EXPENDITURES
HHHHUHH W HHH I H N

— 1988 YTD—— 1988
PROGRAN NUNBER PRIOR 1988 PROGRAN YE FOST
CETUS KODAK YEARS EST  TOTAL  PROGRAN BESCRIPTION FOST  ACT ape

. 0 0 #4% CURREXT PRODUCTS ¢
010 &SIS 1813 71820 WCE oW 7
D110 6426 US4 502 (536 HERPES Y AL 502
11 827 120 211 B4l STREP 102 1% 21
10119 8428 1123 1200 2323 GOKORRHEA e M7 1200
10186 6429 143 6 1889  CHLANYDIA A5 N85 '
D12 &SI 123 U177 1300 RAPID HIV ANTIBODY s17 39 un
v 706 3553 10829 TOTAL 725 130 553
+4¢ FUTURE PRODUCTS ees
NAC1b 380 752 1132 CANCER W 52
NACIT 2090 I 952 953 HPV ICERVICAL CANCER) @ In 952
HAK1S 802 564 tl66  DIRBETES (100M) B2 287 o4
NAK19 2960 Ské 354 WA TYPIG w3 -
N4 2087 2901 2357 SZS8 HIV (ALDSI/DMA ns 147 ns7
KAHID 2089 0 L3913  FORENSICS 87 3 1389
5720 o 735 125 PLR INSTRUMENT w2 758
8844 TH3 1427 TOTAL 170 2887 7283
+#¢ CORE DEVELOPYENT #te
8119 392 211 863 INFECTIOUS DISEASES (DTHER) 125 i 271
NALIZ/DNA 6205 IS19 874 2393 DNA PROBES/KODAK 103 &8 874
5206 1991 331 2322 DISPOSABLES (SURECELL KITS) 155 158 n
8208 321 226 SAS  EVALUATION {INT & EXT TESTING AR 724
5209 B3 734 1571 REAGENT DEVELOPENT 5 BT ™
820104 02 SO0 1002 REAGENT INTEGRATION rAS 0 500
8 100 M8 RAMUFACTURABILITY % 0 100
s8I0 3034  BBA¢  TOTAL 100 1359 3034
w6 RISC/LINITED ACTIVITY see A
1nc1o 1874 0 1874  BRERST CANCER 0 18 0
116 129 0 129 ONCOSENE RAS 0 0 0
MAI10/11 3 0 311  SHIGELLA/SALMONELLA 0 0 0
1ot 6508 368 0 W8 W 0 ‘ 0
62001 1S 0 715 INSTRUNENTATION (FOR YEST SYSTEM EVALI 0 t 0
M7 43S 0 435 MNALYTICAL CHARACTERIZATION 0 0 0
sy 128 0 128 INMOBILIIED ANTIBOBIES 0 0 ¢
) ) 105 4S8 0 458 POLYMERS ¢ 9 0
118 0 W8 TOTRL ¢ B 0
UME 13870 38218 TOTAL - ALL PROGRANS 895  SM5 13470
3 50 93 eD 25 -lb -50
9 850 L4 ol WS 850
o 20 420 I o 2% 20
921 14950 39871 TOTAL AL EXPEMDITURES 102 47 9% 013925
A e CETUS
ATTORNEY'S EYES ONLY -4 RMS 71112
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KODAK KOOAK EIPENOITURES
EX/CETUS - R & § PROGRAMS I L L L L RO F R I
CY 88 - thru & periods

{988 Y10 1998

PROG MO PRICR 1988 PROGRAN YE FCST
KODAK YEARS EST  TDTAL  PROGRAN DESCRIPTION FOST  ACT A0P
48 CURRENT PRODUCTS +++
6515 1Mg 7 U5 hCE I 7
M6 6B 220 28 HERPES w9 pe))
W7 6 W e swep 02 1
5428 24 il 284  BOMORRHEA 120 ¢ 260
429 158 21 987 CHLANYDIA .37 A5 211
§519 10 423 . 435 RAPID KIV &XTIBODY 1% 136 425
Jo12 1344 4354 TOTAL 620 §09 1344
32 FUTURE PRODUCYS eee
¢ CANCER 0 )]
20 0 200 200 HPY (CERVICAL CANCER) 7 0 20
0 DIABETES (100M) 0 0
0 HLA TYPINS 0 0
2087 0 00 300 HIV (A10S}/DKA P! 133 500
2089 0 L2} 47 FORENSICS 204 114 47
5720 0 725 725 PCR INSTRUMENT T 725
o 1872 1812 TOTAL TR n
+++ CORE DEVELOPNENT t44
4119 192 n 463 INFECTIOUS DISEASES {OTHER) 125 1 71
8205 1368 B7¢ 7242 DNA PROBES/KDDAX 0 608 874
6206 1991 331 2327 GISPOSABLES (SURECELL KITS! 153158 1t
§08 321 224 S EVALUATION (INT % EXT TESTING) 03 m
6209 837 734 ISTL  REAGENT DEVELOPNENT sz T34
£210~4 502 500 1002  REAGENT INTEGRATION pAY [ 500
M8 100 B MARUFACTURABILITY " 0 100
5659 3036 B3 TOTAL oo 1355 3038
ter RISC/LINITED ACTIVITY e6s
0 0 BREAST CAKCER 0 0 0
0 0 ONCOSEME RAS 0 0 0
0 0 SHIEELLA/SALNONELLA 0 0 0
8508 147 0 7w 0 i 0
6207 1S 0 7IS  INSTRUNENTATION (FOR TEST SYSTEN EVAL) 0 i 0
W7 0 435  ANALYTICAL CHARACTERIIATION 0 0 0
3128 ¢ 128 INWBILIIED ANTIBODIES 0 0 0
8105 458 0 4SB  POLYNERS 0 0 0
. Coee S 1903 ] 1303 TaTAL [} 2z 0
10574 6250 16824 TOTAL - ALL PROGRANS 65 2454 6250
o LAPD
W B0 40 Pl W 1S £50
o Wi
10884 7100 1794 TOTAL ALL EIPENDITURES 27 2% 7100
’ L 01392¢
A _ 5
: — CETUS
ATTORNEY'S EYES ONLY
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- CETUS .
EXJCETUS - R & 0 PROGRANS
CY 88 - thru Jeae
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CETUS EIPENDITURES
T T e T YL T YT ey

— 1788 Y1} 1988

PROG WO PRIOR (988 PRODGRAN YE FLSY
CETUS YeaRS  EST  TOTAL  PROGRAN DESCRIPTION fLST AT AGP
#43 CURRENT PRODUCTS 54
10010 343 0 35 MCE 0 n 0
10110 1086 782 1348  HERPES 141 97 82
1ot 914 o 914 STREP 0 2 0
10119 1099 940 2039  GOMORRHEA g0 w8 949
10116 587  B’5 972 CHLANYDIA 118 80 235
2 13 TS2 865 RAPID HIV ANTIRODY s 183 752

250 2209 M73 TOTAL 1405 84l 209
s4¢ FUTURE PRODUCTS sad ’
NAC16 36 752 1132 CANCER 76 204 152
NACLT 1 752 753 PV (CERVICAL CANCER) 7T 7} 152
16 602 564 1146  DIABETES (10BN 22 W 564
NAHLY W0 S64 3524 HLA TYPING w2 3 364
NATEA 2901 18S7 4758 HIV (AIDS}/OMA 29 1omd 1857
NAKLS 6 722 912 FORENSICS 1N 77
0 0 0 PCR INSTRUNENT ) 0 0
6844 5S4l 122395 TOTAL 706 2399 s
s+ CORE DEVELOPPENT see
0 0 INFECTIOUS DISEASES (OTHER) 0 0 )
KAT12/0NA 151 0 IS0 DmA PROBES/KODM 0 0 )
0 0  DISPOSABLES (SURECELL KITS) ) 0 0
0 0 EVALUATION CINT & EXT TESTING 0 ) 0
0 0 REAGENT DEVELDPMEKT 0 0 9
0 0 REAGENT INTEGRATION 0 ) 0
0 0 MAMUFACTURABILITY 0 0 0
154 0 15t TOTAL ) 9 0
+40 AISC/LINITED ACTIVITY vee
me - 1874 0 1874 BREAST CANCER 0 18 9
116 1279 0 1219 OWCOSERE RAS ) 0 0
Wl 3t 0 311 SHIGELLA/SALMONELLA ) ) 0
10013 201 o M W e 3 0
0 ¢ INSTRUMENTATION (FOR TEST SYSTEN EVAL) ) 0 0
0 0 ANMLYTICAL CHARACTERIZATION 0 0 0
0 0 [MGBILIZED AKTIBODIES 0 o )
0 0 POLYMERS ) o ]
- 15 0 /5 TIA T 0 on 0
13774 7630 AT TOTAL - ALL PRUGRAMS 3810 Jaal 20
3y -5 93 LRPD 25 -tk -50
] 0 0 9
e 78 20 Wl w23 280
14057 7830 21T TOTAL ALL EIPENDITIRES % W 7850
- ‘é-
RMS 71114
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'Turn Biological Material -~
Into Powerful Criminal L £ .

Evidence.

AmpliType'HLA DQa
Forensic DNA
Amplification &
Typing Kit.

cetus
-
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The AmpliTvpe'HLA DQa Kit:
Revolutionizing DNA typing.

The practical tool for the
forensic laboratory.

Increasing caseloads and the growing
recognition of DNA typingasan
important criminal investigation
tool are challenging the forensic
laboratory. Time-consuming. labor-
intensive procedures requiring
specialized skills limit the number
of specimens that can be processed.
Based on the powerful GeneAmp™
PCR technologv. the AmpliType HLA
DQa Forensic DNA Amplification
and Typing Kit provides a rapid.
autornated procedure requiring only
minimal amounts of DNA and
allowing typing of DNA from de-
graded material.

Convenient, one-step
ampﬁfxcation.

Once the DNA has been extracted
{rom the biological specimen.
amplification of the DQa region
begiris in only a few minutes. The
PCR reaction mix provided in the
AmpliType Kit has been prefor-
mulated to include the enzyme
AmpliTaq” DNA polymerase. nucleo-
tides and DQa primers. Just add
the extracted DNA sample to the
DNA amplification reagents and

Dot blot format:
Simple to use. easv to read.

The AmpliTvpe HLA DQa Kit uses
the dot blot format familiar to
immunologists and molecular biol-
ogists. [n this format. the DNA
probes that complement the six
alleles of the DQa gene are provided
as immobilized dots ona DNA
probe strip;

When the amplified DNA sample
is added to the DNA probe strip.
the alleles present in the sample
hyvbridize to the complementary
probes on the strip.

Following a subsequent color devel-
opment step. the hybridized DNA
product is visualized as a blue dot.
The DQa type is identified by
reading the pattern of dots on the
DNA probe strip.

Nonisotopic. colorimetric
detection: Fast and safe.
Since hybridization is visualized

in a colorimetric reaction. radioiso-
topes are not used. This eliminates

-the expense and hazards of handling.

storing and disposing of radio-
active material. Special licenses are

Filed 10/27/2006 Page 25 of 31

A cost-effective
screening tool.

The DQa svstem has been used in
forensic casework since 1986 and
has proven useful in excluding or
including suspects in criminal cases.
By using GeneAmp PCR technol-
ogy and the dot blot format. the
AmpliType Kit offers a simple pro-
cedure. rapid results and signifi-
cantly lower costs. This makes DQa
typing cost-effective as a screening
tocl to quickly determine if further
analysis is necessary. Since ampli-
fication is automated and typing is
simple and rapid. more cases can

be processed. Once the DNA has
been extracted from the sample.
results are available in less than
adav,

begin amplification in the DNA not required to perform the
Thertal Cvcler. procedure.
- Significant time and cost savings
also result. There is no need
to perform autoradiography. The
resultsare immediatelv visible.
¥ o.
ATTORNEY'S EYES ONL ——
RESTRICTED
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GeneAmp Polvmerase Chain Reaction:

A new level of sensitivity.

Amplifv target DNA
sequences automatically.

The GeneAmp polvmerase chain
reaction isan in vitro method for the
enzymatic svathesis of specific
DNA sequences. Two specific oligo-
nucleotide primers that hebridize
1o opposite sirands and flank the
target DNA region of interest are
used. The repetitive series of cycles
involves three steps. First.the DNA
-trands to be copied t the template:
are denatured by heat. Next.a cool-
ing step anneals the primers. In the
third step. the annealed primers
are extended by the enzvme Ampli-
Taq DN A polvmerase. producing

a copy of the target DNA region.
The cyclic repetition of theze steps
results in the exponential accumu-
lation ot the approximately 240 base
pair sequence of the HLA DQn
region.

\ll this is pertormed automatically
inthe PE Cetus DNA Thermal
Cvcler that controls the temperature
und cvcling conditions tor the
amplification process.

In the first and mast important step of genesic
anabsis. DNA ws extracted from bulogical
specumens such as a hau. a semen stain. @ blood
statr or other mustenial. ™

ATTORNEY'S EYES ONLY
RESTRICTED

From picograms to
micrograms within hours.

Because the primer extension
products svnthesized in one PCR
vvele serve as a template in the next.
the number of tareet DN A copies
approximately doubles atter every
evele. Thus 20 PCR cveles can vield
approximately a milliontold1 2%
amplitication,

Within hours. milliuns of copies

ol just the D resion in the sampie
are generated and readv for anal-
veis. With the sensitivity otiered by
PCR. even samples containing less
thana nanogram of human DNA
can be analvzed.

The extracted DN is added 10 the PCR reac-

tinn mux. which is provided uith the AmpliType

HLA DQo Kit. The sampies are amplified in
the PE Lews UNA Thermal Cyeles.

Filed 10/27/2006  Page 26 of 31

Polvmerase chain

reaction.

.
Lvedes 400

U namplified DX 1

enaiure and anneal pramers

Primer extensiun

Deaature und annval pruner.

Primre extenvun

lenature and anaeal primer.

Primes ecteasian

e bease t-fuld ineeensean £V 1

Theamplitied DNA is added totne U\ 4
probestrip on which the [K}: Li% 1 nonoes nare
oeent imimobilized. No preparanon os e
strips is necessary.

RMS 71120
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HLA DQa tvping:

The logical starting point in forensic casework.

Fully characterized for
forensic testing.

Bv determining the genetic tvpe o
the donor of the biological evidence
sample. DNA tvping can be a power-
ful tool for including or excluding
suspects.

The AmpliTvpe HLA DQa Forensic
DNA Amplificationand Typing

Kit detects genetic variation at the
tighly poivmorphic DOa locus.
.ine of the Human Leukocvie Anu-
sen Class HHLA-D 1 genes located
on chromosome 0. These genes
have been studied extensivelv. The
HLA-D genes are organized into
three regions: HLA-DR.-DQ and
-DP.each of which encodes an alpha
and beta glvcopeptide. The DNA
sequence of the HLA DQu allele:

iz known?

The parncular alleles 1 the sample hvbridize
i the complemenuary prodes onthe DNA
orobe strp. Followng a subsequen color devel-
opment step. the hyindized product &
ruualized.

ATTORNEY'S EYES ONLY
RESTRICTED

Excellent discriminating
power.

The six most common HLA DQa
alleles t ALLAL2.ALI AL A3

and Ad1denine 2l genotypes with
frequencies ranging from less than
0.005 toi1.15. Based on allele and
uenotvpe trequency data available
for certain Caucasian. Black. Hie-
panic and Asian populations. the
discriminating power of the D{

(vping svstem is approximateiv 5.

coann BRG Wad-h v Levenson G Erbon HA-
Centene Anais ot dmohitied DN wan losmee
Tibaded Mevtuen

> owestie L1 teatate Prote”
Proe Mg Advan der US4 Bhooldiradd e i,
s Guilenssien, L B: Erbeh. HAr Ceneranon ot Sincie-
“tranaed DN A by the Pidvmerase Chawn Beaes
fion 3nat {t- Appucation w Dicert Sequencine ol the
HELA-LHJA Lovus"Prac. Natl. Acad. Scr, U354 83,
Tu3T6M el
Heimuth. B erui:"HLA DO Allele and Geraype
Freyprencies i Vanous Human Pepulaton-
Determned by Leing Enzvmane Amphricatnn
andd {Hiconucieatide Pmbes D Unpoblichent

Sranssermg

von Besmmnnern, UEL Btake, BT Hheuens i
enamaven, GF Ereh A Saseanons 0 CR
watne Anars st- e Hinnawas Exdones s i 8

Joramerays S earateon Fovees PP § Soanates 17

The AmpliTspe HLA DQa Forensic DNA
Amplification and Tvping Kitindudes all the
reagenis required tor DQa analysis of DN A

Get started todav with
the AmpliTvpe Kit.

The AmpliTvpe HLA DQa Forensic
DNA Amplification and Tvping Kit
includes the PCR mix for DNA
amplification. DNA probe strips
and other reagents and supplies
needed for amplifving and typing the
HLA DQa region. Simple. com-
plete instructions are included for
vour convenience.

Most importantly. the AmpliTvpe
HLA DQa Nit comes with support
irom the Cetus Forensics Group.
Technical assistance is available
through our toll-{ree number

1 1-800-548-4545 1. The customer
support program also includes
training workshops. Contact Cetus
today for more information on the
AmpliTvpe Kit.To place an order.
calt PEXPRESS at 1-800-762-4002.

RMS 71121
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HLA DQa tvping:

Document 95-49  Filed 10/27/2006  Page 28 of 31

At work in the forensic laboratory.

ATTORNEY'S EYES ONLY
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Casework example 1.

In this homicide case. foreign hairs were recovered from the victim’s body.
DXNA was extracted and analyzed using the AmpliTyvpe™ HLA DQa Forensic
DNA Amplification and Typine Kit to determine whether or not these hairs
could have originated from the suspect.

Results of DNA analysis.

Sample Trpe Description DO&T}'pc
Blood Victim trelerence blooi 1 33
Blood >uspect ireterence bio « 132
Hair Har =4 132
Hair Hair =2 132

Inference.

The DQa type of both hairs was determined 10 be 1.3.2. This type occurs in
approximately 1.7" of the general population.

The suspect was alsa deterrnined to be DQa tvpe 1.3.2 and therefore could not
be eliminated as a source of these hairs,

Casework example 2.

\aginal swabs containine human semen trom the victim of an alleged sexual
assault were submitted to the crime laborarory. DN A analvsis using the
AmpliTvpe HLA DQa Forensic DNA Amplinication and Tvpine Kit was con-
ducted to determine whether or not the suspect could be eliminated asa
potential sperm donor.

Results of DNA analysis,

Sample Type Description DQaTvpe
Blood Victim(reterence bloo s 23
Blood Suspect treference bloods L4
Vaginal swab Epithelial cel DNA 23
Vaginal swab Sperm DNA ’ . LLL3
Inference.

The sperm DNA from the vaginal swab was adequatelv separated from the
female's epithelial cell DNA. The victim was determined to be DQa type 2.3,
The DQa type of the sperm was determined to be tvpe 1.2.1.3.

The suspect was determined to be DQa type 1.1.4. Therefore he was eliminated
as the sperm donor in this case.

RMS 71122
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Ordering information.

...........................................

AmpliTvpe HLA DQa Forensic DNA Amplification & Typing Kit

To order: 1.800-762-4002 ( PEXPRESS)
For Cetus technical support: 1-800-348-4345

cetus,
-t

CETUS CORPORATION

Forensics, PCR Division

1400 FiftyThird Strect

Emeryville, CA 94608

{800)548-4545 ATTORNEY'S EYES ONLY

Fax: (41516011727 " RESTR ICTED R

Aerpl Taq s & vegiasered trademark. sod AspliTrpe sod GeneAsp aev trad ka of Crtias G © CetunCorp 1990,
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RECEIVED C2C 2 g ?: ;
ROMC INTERIM MEETING
1277787 at Cetus t
2 AQ. A .

e ey o e o8
(1) Status Reports
:’SM

Paul Schnipelsky outlined the current status and schedules "
(see Attachment I).

(a) Status of Imnunodiagnostic Tests

Schedules have been maintained since the October ROMC
except for one month slip in GC and hCG and uncertainty

regarding the time required for FDA approval of the HIv
rapid test.

Issue: How many strains of GC must be detectsd? Wnat {s
the prevalence of strains. A list of qestions to be
asked of experts will be developed by Paul Schnipelsky,
John Sninsky, and Bill Gerper.

Issue: In order to faci{litate FDA spproval of the rapig
HIV test, an advisory comittee will be established to
ensure compiete, timely application. This group will be:

Paul Law - EX (Chair)

Norbert Norkus - EXK

Wanda De-Vliaminck - Cetus

Nancy Durst - EX

Richard Montagna - CPI

Bernard Polesz - Upstate Medical Center, Ny

(b) Status of Ektamiser

This is a processor for pods to contain PCR reagents in a
prepackaged format. The program at Kodak is many months
behind schedule, and the instrument is marginally
functional. An evaluation is underway to determine
salvage value and future course of action. Bill Gerber
will explore possibilities. Join Sninsky and Paul
Schnipelsky to develop R&D plan and budget. Hanna Fischer
end John Krowles to prioritize targets. A meeting with PE
was recommended to help reduce redundant activities.

(2) R&D Budget

The budget is attached (Attachments II & III). The RI
expenditures will be moved from SIC to RAD and line ftems
for "contract R&D" will be established for HRI and CPI.
Cetus RED will not exceed $7600K in 1987. The 1988
estimated budget will be revised slightly, but the total
will be unctanged.

, : 001:53 "
A TORNEY'S EYES ONLY - . RMS 71125 CETZS

RESTRICTED

e ]



